Introduction {#Sec1}
============

Excessive daytime sleepiness (EDS) is characterized by a difficulty to stay awake and alert during the major waking episodes of the day, with sleep occurring unintentionally or at inappropriate times of the wake period^[@CR1]^. EDS is often associated with a wide range of illnesses including metabolic, cardiovascular, neurological, psychiatric diseases^[@CR2]--[@CR5]^ but also with voluntary behaviors reflecting poor sleep and sleep debt, leading to disability and increased risk of mortality^[@CR6]^. EDS is also commonly associated with social and economic consequences thus constituting a significant public health problem. The prevalence of EDS in the general population varies from 9 to 28%^[@CR5],\ [@CR7]--[@CR10]^. This wide range can be explained by differences according to demographic and cultural/geographical factors (e.g. higher prevalence in young^[@CR11]^ and older adults^[@CR3]^, higher prevalence in northern countries^[@CR12]^) but also inconsistencies in study design, sample size, EDS assessment and definition^[@CR13]^. Survey studies used either single questions to evaluate excessive sleepiness, sleep propensity during wakefulness and unrefreshing sleep, self-report questionnaires to measure daytime sleepiness (DS)^[@CR13]^, or a more complex structured interview using criteria proposed for the DSM-5^[@CR10]^. The most commonly used instrument in clinical and research settings is the Epworth Sleepiness Scale (ESS), a standardized self-report questionnaire^[@CR14]^. A cut-off greater than 10 was used to indicate a clinically significant EDS in clinical and epidemiological studies with a prevalence ranging from 8.5% to 22.2% in the general population^[@CR5],\ [@CR8],\ [@CR11],\ [@CR15],\ [@CR16]^. In addition to this cut-off, a change of four points or more on ESS scores between any two evaluations was considered clinically relevant and was frequently used as a primary endpoint in pharmacological studies on central hypersomnias^[@CR17],\ [@CR18]^.

To our knowledge, factors predicting EDS are not well understood and those triggering DS increase remain unknown. Longitudinal studies of factors associated with EDS onset are scarce and give inconsistent results. Using single questions to evaluate EDS with Likert-type scales or dichotomized responses, only three studies reported that early morning awakening and anxiety increase the risk of EDS in young adults^[@CR19]^, insomnia, anxiety/depression and smoking predict incident EDS in women^[@CR20]^, and obesity and depression are associated with the occurrence of EDS in middle-aged adults^[@CR21]^. However, none of these cohorts used the ESS scale to define EDS and despite long follow-ups (10 years or more), they neither fully took into account changes in covariates nor the fluctuation of sleepiness course over time.

The objectives of the present study were to document the natural history of EDS and provide estimates of prevalence, incidence, and persistence rates of EDS using the ESS, and to identify predictors of increased DS using time-dependent covariates over a 5-year follow-up in a longitudinal community study of adults.

Results {#Sec2}
=======

Subject characteristics {#Sec3}
-----------------------

The final sample included 2167 participants with a median baseline age of 51 years (range, 18--89) of whom 64.1% were women. As detailed in the flow-chart diagram (Fig. [1](#Fig1){ref-type="fig"}), these subjects were free of central hypersomnia disorders, day workers, and with ESS completed at baseline and at least at one of the five annual follow-up evaluations. Participants excluded from the study (N = 261) had a significantly lower education level, were younger, current smoker and more depressed. No significant differences were found for sleep duration, number of naps, insomnia, EDS, or associated chronic diseases.Figure 1Flow chart diagram.

Regarding other baseline sleep characteristics, 13.1% slept less than 6 hours per night, 13.7% took three naps or more during the week, and 16.1% had a moderate to severe level of insomnia (ISI \> 14). Only 14.1% took hypnotics (50.2% BZD, 19.6% BZD-like compounds), 12.6% antidepressants, and 29.4% OTC medication (23.8% antihistaminics and 5.6% melatonin).

Description of the natural history of EDS {#Sec4}
-----------------------------------------

The Cronbach's coefficient alpha for the 8 items of ESS scale was around 0.80--0.81 at baseline and at each year-follow-up. The inter-rater agreement measures between two assessment points were good ranging from 0.64 95% CI = \[0.62--0.67\] to 0.79 95% CI = \[0.77--0.81\].

At baseline, 32.9% (95% CI = \[31.0--34.9\]) (n = 714) of participants reported EDS (ESS \> 10), of whom 25.4% were severely sleepy (ESS ≥ 16). During the follow-up visits, prevalences of EDS were slightly lower ranging from 28.7 (95% CI = \[26.8--30.8\]) to 26.4% (95% CI = \[24.3--28.5\]). However, trajectories of EDS vary considerably with approximately 8% of new cases each year, between 8 and 13% of remitted cases since the previous year and approximately 19% of recurrent cases since the previous year (Fig. [2](#Fig2){ref-type="fig"}). Regarding the persistence of EDS during the follow-up, 32.6% (n = 233) reported a persistent EDS at baseline and at all 5 subsequent assessments, 25 developed EDS after 1-year of follow-up with a persistence at all subsequent assessments, 14 after two years, 13 after three years and 11 after four years.Figure 2Prevalences of new, recurrent and remitted cases of excessive daytime sleepiness (EDS) during the follow-up.

Determinants of EDS at baseline {#Sec5}
-------------------------------

Participants with EDS were younger, slept less than eight hours per night, had a higher frequency of naps, and took hypnotics less frequently (Table [1](#Tab1){ref-type="table"}). They were more likely to complain insomnia, fatigue, depressive and anxiety symptoms, were obese and less physically active, and reported higher rates of diagnoses of sleep apnea, chronic pain, neurological or other diseases (p ≤ 0.02 for all comparisons) (Table [1](#Tab1){ref-type="table"}). To identify which determinants were independently associated with EDS, gender and other characteristics associated with EDS at p \< 0.15 were introduced into a multivariate model. Younger age, shorter sleep duration, higher frequency of naps, fatigue, levels of trait-anxiety, sleep apnea and the absence of hypnotic consumption were associated with EDS, but not insomnia, depressive symptoms or chronic diseases (Table [1](#Tab1){ref-type="table"}).Table 1Bivariate and common analyses of the association between potential determinants and excessive daytime sleepiness (Epworth Sleepiness Scale (ESS) total score \>10) at baseline.*VariableESS total score*≤*10 N *= *1453*\>*10 N *= *714Bivariate analysisMultivariate analysis* ^*(1)*^*n%n%OR \[95% CI\]P-valueOR \[95% CI\]P-value*Gender (Women)94264.8344762.610.91 \[0.75;1.09\]0.310.94 \[0.75;1.18\]0.59Age, in years (tertiles) ≤4448533.3825635.851.31 \[1.05;1.64\]0.021.38 \[1.04;1.81\]0.04 \]44--58\]47632.7626036.411.36 \[1.09;1.70\]1.36 \[1.05;1.77\] \>5849233.8619827.7311High educational level (yes)50935.0324434.170.96 \[0.80;1.16\]0.69Living as a couple (yes)86059.1944161.851.12 \[0.93;1.34\]0.23Smoking status No smoker114078.6256379.1810.6 Current smoker21915.111115.611.03 \[0.80;1.32\] Occasional smoker916.28375.20.82 \[0.55;1.22\]Coffee consumption No25717.8511716.6210.61 One-Two cups per day67646.9432546.161.06 \[0.82;1.36\] Three or more cups per day50735.2126237.221.14 \[0.87;1.48\]Alcohol consumption No109977.0152475.9410.63 One drink per day19613.749313.481.00 \[0.76;1.30\] Two or more drinks per day1329.257310.581.16 \[0.86;1.57\]Sleep duration, *in hour* ≥8:0040328.3614420.661\<0.000110.04 \[6:00--7:59\]86660.9442961.551.39 \[1.11;1.73\]1.31 \[1.02;1.69\] \<6:0015210.712417.792.28 \[1.68;3.09\]1.54 \[1.06;2.23\]Naps during the last month No62443.1817925.141\<0.00011\<0.0001 \<1 time/week44230.5919627.531.55 \[1.22;1.96\]1.37 \[1.06;1.77\] 1--2 times/week22415.519627.533.05 \[2.37;3.93\]2.50 \[1.88;3.31\] ≥3 times/week15510.7314119.83.17 \[2.39;4.21\]2.72 \[1.97;3.76\] Hypnotics intake during the last month (yes)22615.677610.830.65 \[0.50;0.86\]0.0030.46 \[0.33;0.64\]\<0.0001Insomnia severity index \<881656.6727338.671\<0.000110.31 8--1443129.9328039.661.94 \[1.58;2.38\]1.28 \[0.99;1.65\] 15--2117512.1513619.262.32 \[1.79;3.02\]1.18 \[0.81;1.72\] ≥22181.25172.412.82 \[1.43;5.55\]1.21 \[0.48;3.06\] Insomnia diagnosis (yes)996.88496.921.01 \[0.71;1.44\]0.97 Sleep apnea diagnosis (yes)402.78405.652.09 \[1.34;3.28\]0.0011.77 \[1.02;3.06\]0.04 Restless legs syndrome (yes)342.36243.391.45 \[0.85;2.46\]0.17General fatigue ≤969348.2618826.71\<0.00011\<0.0001 10--1240328.0623032.672.10 \[1.67;2.64\]1.89 \[1.43;2.48\] \>1234023.6828640.633.10 \[2.48;3.88\]2.20 \[1.59;3.04\]Beck Depression Inventory score ≤13121784.9351473.011\<0.000110.18 14--191097.619513.492.06 \[1.54;2.77\]1.30 \[0.92;1.85\] 20--28775.37628.811.91 \[1.34;2.71\]1.39 \[0.91;2.12\] 29--63302.09334.692.60 \[1.57;4.31\]1.61 \[0.85;3.08\]Spielberger's State Anxiety \<4651435.6229942.4110.00910.31 46--4944030.4918726.520.73 \[0.58;0.91\]0.82 \[0.63;1.06\] ≥5048933.8921931.060.77 \[0.62;0.95\]0.91 \[0.70;1.19\]Spielberger's Trait Anxiety \<4563744.1729341.4410.1310.0002 45--4730421.0813719.380.98 \[0.77;1.25\]1.24 \[0.94;1.64\] ≥4850134.7427739.181.20 \[0.98;1.47\]1.67 \[1.31;2.13\]Physical activity ≥4 times per week50134.6718626.311\<0.000110.13 \[1--3\] times per week65445.2633146.821.36 \[1.10;1.69\]1.15 \[0.90;1.46\] Less than 1 per week/never29020.0719026.871.76 \[1.38;2.26\]1.35 \[1.01;1.81\]Body Mass index, in kg/m^2^ \<2568147.1329842.2710.0110.57 \[25--30\]49133.9823633.481.10 \[0.89;1.35\]1.13 \[0.89;1.43\] ≥3027318.8917124.261.43 \[1.13;1.81\]1.11 \[0.84;1.48\] Chronic pain (yes)34323.6420829.131.33 \[1.09;1.62\]0.0060.91 \[0.71;1.16\]0.44 Cardio-vascular disease (yes)795.44415.741.06 \[0.72;1.56\]0.77 Hypertension (yes)26518.313619.241.06 \[0.85;1.34\]0.6 Endocrine and metabolic disease (yes)21114.5311415.971.12 \[0.87;1.43\]0.38 Diabetes (yes)946.49456.310.97 \[0.67;1.40\]0.88 Neurological disease (yes)1258.618812.321.49 \[1.12;1.99\]0.0071.08 \[0.76;1.54\]0.68 Other diseases (yes)66245.7837452.531.31 \[1.09;1.57\]0.0031.06 \[0.86;1.32\]0.58^(1)^For the multivariate analysis, only gender and variables associated at p \< 0.15 in univariate analysis were entered into the model.

To examine whether determinants could be differentially associated with EDS severity, subjects were categorized into three groups: no EDS (ESS ≤ 10, n = 1453), EDS (ESS between 11 and 15, n = 533) and severe EDS (ESS ≥ 16, n = 181). Compared to those without EDS, those with EDS or severe EDS were independently more tired, trait-anxious, had frequent naps and consumed no hypnotic whereas those with non-severe EDS only were younger and reported more short sleep duration, and those with severe EDS only had more sleep apnea.

Predictors of EDS over 5-year follow-up {#Sec6}
---------------------------------------

Among the 1453 subjects without EDS at baseline, 411 (28.3%) met criteria for incident EDS at least in one of the subsequent follow-ups. The median occurrence of the first EDS event was 2 years \[range of 0.40--5.71\].

In bivariate Cox models including time-dependent variables, the risk of incident EDS was higher in subjects living alone, smoking occasionally, consuming less coffee, sleeping less than eight hours, taking frequently naps, practicing physical activities less than 4 times per week, being insomniac, tired and depressed, less anxious, and with chronic diseases (restless legs syndrome, chronic pain, endocrine, metabolic neurological and other diseases) (Table [2](#Tab2){ref-type="table"}). BMI category or a change in BMI categories was not significantly associated with incident EDS. In a Cox multivariate model including gender, ESS baseline and characteristics associated with a p \< 0.15, being younger (borderline significant), consuming less coffee, smoking occasionally, being insomniac, depressed, with fatigue and having chronic pain were independent predictors of the incidence of EDS (Table [3](#Tab3){ref-type="table"}). To test whether a potential multicollinearity of fatigue, depression symptoms and insomnia, several multivariate models were rerun including all covariates associated at p \< 0.15 1) without the covariate fatigue 2) without the depression symptoms 3) without insomnia severity. The results of associations between potential predictors and incidence of EDS during the 5-year follow-up remained unchanged.Table 2Predictors of incident excessive daytime sleepiness (EDS) and daytime sleepiness (DS) increased over of 5-year follow-up.*VariableIncidence of EDS*≥*4-point increase of DSNoYesHR \[95% CI\]P-valueNoYesHR \[95% CI\]P-valueN* = *1042N* = *411N* = *1443N* =* 658n%n%n%n%*Gender (women)67865.0726464.230.86 \[0.78;1.17\]0.6791563.4143566.111.13 \[0.96;1.33\]0.14Age, in years (tertiles) ≤4434032.6314535.281.24 \[0.98;1.58\]0.1248833.8221933.281.08 \[0.89;1.31\]0.64 \[44--58\]33131.7714535.281.26 \[0.99;1.60\]48333.4723535.711.08 \[0.90;1.31\] \>5837135.612129.44147232.71204311 High educational level (yes)37335.813633.090.86 \[0.70;1.05\]0.1451735.8321432.520.83 \[0.70;0.97\]0.02 Living as a couple (yes)63060.4623055.960.81 \[0.67;0.99\]0.0488661.4437657.140.83 \[0.72;0.97\]0.02Smoking status No smoker85381.9432378.7810.03118982.5152479.7610.16 Current smoker13713.165212.681.00 \[0.74;1.33\]18913.1210015.221.23 \[0.99;1.53\] Occasional smoker514.9358.541.60 \[1.13;2.27\]634.37335.021.06 \[0.74;1.50\]Coffee consumption No14113.549823.910.000321014.5713119.9410.15 One-Two cups per day53351.217542.680.61 \[0.47;0.78\]71349.4830947.030.84 \[0.68;1.03\] Three or more cups per day36735.2513733.410.67 \[0.52;0.87\]51835.9521733.030.82 \[0.66;1.02\]Alcohol consumption No80177.1732779.9510.21108575.4551578.8710.08 One drink per day12812.335012.220.87 \[0.64;1.17\]18512.878312.710.88 \[0.70;1.11\] Two or more drinks per day10910.5327.820.74 \[0.52;1.07\]16811.68558.420.75 \[0.57;0.99\]Sleep duration, *in hour* ≥836935.519723.831\<0.000146232.2217026.1110.02 \[6--8\]56554.3825061.431.47 \[1.17;1.86\]79855.6539059.911.21 \[1.01;1.44\] \<610510.116014.742.05 \[1.49;2.83\]17412.139113.981.43 \[1.11;1.84\]Naps during the last month No51349.3313332.61\<0.000161642.7824737.7110.32 \<1 time/week29127.9813332.61.48 \[1.16;1.88\]39027.0818327.940.98 \[0.81;1.19\] 1--2 times/week14914.338119.851.81 \[1.37;2.39\]26118.1313720.921.16 \[0.94;1.43\] ≥3 times/week878.376114.952.38 \[1.76;3.22\]17312.018813.441.15 \[0.90;1.47\] Hypnotics intake during the last month (yes)636.05389.311.24 \[0.88;1.73\]0.22865.97538.081.25 \[0.95;1.66\]0.12Insomnia severity index \<868365.5519848.411\<0.000187660.7133250.691\<0.0001 8--1425524.4714435.211.83 \[1.48;2.27\]4042822033.591.37 \[1.15;1.62\] 15--21989.45613.691.86 \[1.38;2.50\]15010.48412.821.40 \[1.10;1.78\] ≥2260.58112.693.45 \[1.88;6.33\]130.9192.93.17 \[2.00;5.04\] Insomnia diagnosis (yes)14213.754811.821.16 \[0.88;1.57\]0.3418713.19414.461.39 \[1.12;1.73\]0.003 Sleep apnea diagnosis (yes)454.36204.941.48 \[0.95;2.32\]0.09835.81375.711.24 \[0.89;1.72\]0.21 Restless legs syndrome (yes)484.66225.431.64 \[1.07;2.53\]0.02825.75324.941.19 \[0.83;1.70\]0.34General fatigue ≤958556.314535.371\<0.000172050.0725238.361\<0.0001 10--122392314334.882.08 \[1.65;2.62\]36725.5221232.271.47 \[1.23;1.77\] \>1221520.6912229.762.10 \[1.65;2.67\]35124.4119329.381.46 \[1.21;1.77\]Beck Depression Inventory score ≤1392989.1632078.431\<0.0001124386.250577.221\<0.0001 14--19676.434210.291.77 \[1.29;2.45\]1067.356910.551.46 \[1.13;1.88\] 20--28333.17307.352.23 \[1.53;3.24\]724.99517.81.97 \[1.48;2.63\] 29--63131.25163.922.57 \[1.55;4.24\]211.46294.432.29 \[1.58;3.34\]Spielberger's State Anxiety \<4635834.3617242.1610.0152436.3625538.9310.5 46--4930228.9811327.70.80 \[0.63;1.01\]41628.8717526.720.90 \[0.74;1.09\] ≥5038236.6612330.150.71 \[0.56;0.89\]50134.7722534.350.92 \[0.77;1.11\]Spielberger's Trait Anxiety \<4547345.4418444.9910.5265945.829444.8210.68 45--4726125.078621.030.92 \[0.71;1.19\]34523.9713921.190.95 \[0.77;1.16\] ≥4830729.4913933.991.08 \[0.86;1.34\]43530.2322333.991.04 \[0.87;1.24\]Physical activity ≥4 times per week34433.0811728.4710.0346432.2218928.7210.04 \[1--3\] times per week47145.2919246.721.27 \[1.01;1.59\]65745.6330446.21.18 \[0.99;1.42\] Less than 1 per week/never22521.6310224.821.42 \[1.09;1.85\]31922.1516525.081.30 \[1.06;1.61\]Body Mass index, in kg/m^2^ \<2547945.9717342.310.262643.4126740.710.002 \[25--30\]36635.1214535.451.12 \[0.89;1.39\]54437.7322033.541.02 \[0.85;1.22\] ≥3019718.919122.251.26 \[0.98;1.62\]27218.8616925.761.38 \[1.14;1.67\]Change of BMI classes ^(1)^ Loss of BMI class747.32307.671.25 \[0.86;1.82\]0.26986.82446.911.07 \[0.78;1.45\]0.76 No change86485.4632482.861123485.8753984.621 Gain of BMI class737.22379.461.25 \[0.89;1.75\]1057.31548.481.10 \[0.83;1.46\] Chronic pain (yes)22921.9812630.661.67 \[1.36;2.06\]\<0.000133823.4218828.571.27 \[1.07;1.50\]0.006 Cardio-vascular disease (yes)989.51399.681.39 \[1.00;1.93\]0.051299.016810.561.44 \[1.12;1.85\]0.005 Hypertension (yes)27827.29724.431.07 \[0.85;1.35\]0.5538126.8917928.141.19 \[1.00;1.42\]0.05 Endocrine and metabolic disease (yes)24323.529723.951.37 \[1.09;1.73\]0.00734624.1116425.351.32 \[1.10;1.57\]0.003 Diabetes (yes)979.41399.681.39 \[1.00;1.94\]0.051319.156610.261.41 \[1.09;1.82\]0.008 Neurological disease (yes)12612.217017.331.84 \[1.43;2.39\]\<0.000120814.5311517.861.54 \[1.26;1.88\]\<0.0001 Other diseases (yes)46244.3420549.881.37 \[1.13;1.66\]0.00265745.5332849.851.33 \[1.14;1.55\]0.0003^(1)^Change between the two last evaluations before the 4-point increase. Table 3Common analyses of the associations between potential predictors and incidences of excessive daytime sleepiness (EDS) and of a 4-point increase of daytime sleepiness (DS) during the 5-year follow-up.*VariableIncidence of EDS*≥*4-point increase of DSYes vs NoYes vs NoHR \[95% CI\]P-value* ^*(0)*^*HR \[95% CI\]P-value* ^*(0)*^Gender (women)1.00 \[0.80;1.25\]0.991.05 \[0.88;1.26\]0.6Age, in years (tertiles) ≤441.40 \[1.04;1.89\]0.081.35 \[1.06;1.70\]0.05 \[44--58\]1.26 \[0.96;1.66\]1.18 \[0.95;1.45\] \>5811 High educational level (yes)0.89 \[0.71;1.12\]0.320.89 \[0.75;1.06\]0.19 Living as a couple (yes)0.88 \[0.72;1.09\]0.250.83 \[0.71;0.98\]0.02Smoking status No smoker10.02 Current smoker0.89 \[0.64;1.22\] Occasional smoker1.59 \[1.11;2.28\]Coffee consumption No10.0007 One-Two cups per day0.62 \[0.48;0.81\] Three or more cups per day0.63 \[0.48;0.83\]Alcohol consumption No10.32 One drink per day1.00 \[0.79;1.28\] Two or more drinks per day0.80 \[0.59;1.08\]Sleep duration, *in hour* ≥810.0810.2 \[6--8\]1.28 \[0.99;1.64\]1.19 \[0.98;1.44\] \<61.46 \[1.01;2.10\]1.19 \[0.88;1.59\]Naps during the last month No10.23 \<1 time/week0.99 \[0.77;1.27\] 1--2 times/week1.16 \[0.87;1.56\] ≥3 times/week1.35 \[0.97;1.89\] Hypnotics intake during the last month (yes)1.04 \[0.76;1.43\]0.79Insomnia severity index \<810.00610.24 8--141.27 \[0.98;1.65\]1.12 \[0.91;1.37\] 15--210.96 \[0.65;1.44\]0.88 \[0.64;1.22\] ≥223.07 \[1.42;6.64\]1.31 \[0.70;2.45\] Sleep apnea diagnosis (yes)1.03 \[0.62;1.69\]0.91 Restless legs syndrome (yes)1.14 \[0.72;1.81\]0.57General fatigue ≤910.00510.06 10--121.49 \[1.14;1.95\]1.16 \[0.94;1.43\] \>121.09 \[0.77;1.53\]0.89 \[0.69;1.16\]Beck Depression Inventory score ≤1310.0210.0004 14--191.30 \[0.91;1.86\]1.33 \[1.00;1.76\] 20--281.62 \[1.08;2.44\]1.82 \[1.31;2.52\] 29--632.11 \[1.15;3.86\]1.97 \[1.25;3.12\]Spielberger's State Anxiety \<4610.9 46--491.04 \[0.81;1.34\] ≥501.06 \[0.82;1.36\]Physical activity ≥4 times per week10.7510.69 \[1--3\] times per week1.06 \[0.83;1.35\]1.05 \[0.87;1.28\] Less than 1 per week/never1.12 \[0.84;1.50\]1.11 \[0.88;1.39\]Body Mass index, in kg/m^2^ \<2510.34 \[25--30\]1.12 \[0.93;1.35\] ≥301.16 \[0.93;1.45\] Chronic pain (yes)1.31 \[1.03;1.66\]0.031.07 \[0.88;1.29\]0.5 Cardio-vascular disease (yes)1.05 \[0.71;1.56\]0.811.25 \[0.93;1.66\]0.14 Hypertension (yes)1.06 \[0.86;1.30\]0.58 Endocrine and metabolic disease (yes)1.21 \[0.94;1.58\]0.151.20 \[0.98;1.47\]0.08 Diabetes (yes)1.40 \[0.97;2.02\]0.071.08 \[0.81;1.46\]0.59 Neurological disease (yes)1.31 \[0.97;1.77\]0.081.09 \[0.86;1.36\]0.49 Other diseases (yes)1.17 \[0.93;1.47\]0.171.16 \[0.98;1.39\]0.09^(0)^Only baseline ESS score, age, gender and variables associated at p \< 0.15 in univariate analysis were entered into the model.

Among the participants with incident EDS, only 15.3% (n = 63) reported a persistent EDS in all subsequent assessments. Compared to participants with transient EDS, participants with persistent EDS reported a higher frequency of diabetes (HR = 3.23 95% CI = \[1.51;6.91\], p = 0.003) in bivariate analysis and this result remained unchanged after adjustment for gender, age and ESS baseline (HR = 3.10 95% CI = \[1.40;6.85\], p = 0.005).

Predictors of increased DS over 5-year follow-up {#Sec7}
------------------------------------------------

Over the 5-year follow-up, 658 (31.3%) participants had increased DS (≥4 points on ESS) with a median delay between baseline and follow-up augmentation of 2.16 years \[range of 0.25--5.59\].

In bivariate Cox models including time-dependent variables, participants with increased DS were significantly more likely to have a low educational level, live alone, sleep less than eight hours per night, practice physical activities less than 4 hours per week and reported more severe insomnia, fatigue, and depressive symptoms. They were more obese and reported more chronic diseases (chronic pain, diabetes, cardiovascular, endocrine and metabolic, neurological and other diseases) (Table [2](#Tab2){ref-type="table"}). In a multivariate model, participants with increased DS were independently younger, lived alone and more depressed (Table [3](#Tab3){ref-type="table"}). Among participants with increased DS, 35.6% reported a persistent DS through the study. In bivariate analysis, compared to participants with transient DS increase, those with persistent increase DS had more diabetes (HR = 1.61 95% CI = \[1.05;2.45\], p = 0.03), endocrine and metabolic diseases (HR = 1.41 95% CI = \[1.06;1.92\], p = 0.03) and other diseases (HR = 1.39 95% CI = \[1.05;1.84\], p = 0.02). In multivariate analysis, including these three diseases, age, gender and ESS baseline, only other diseases were independently associated with a persistent increase DS (HR = 1.36 95% CI = \[1.01;1.83\], p = 0.04).

Discussion {#Sec8}
==========

In this study of community-dwelling middle aged adults, 33% of the participants met the criteria for self-reported EDS at baseline (ESS \> 10) (of whom 25% had severe EDS), with 33% of them reporting persistent EDS over 5 years. During the follow-up, 28% had incident EDS and 31% had increased DS (≥4-point on ESS). However, the course of EDS fluctuates over time with only 15% having persistent EDS and 36% persistent DS. We found that younger age and depressive symptoms were independent predictors of incident EDS and DS increase while lower coffee consumption, smoking, insomnia, tiredness and chronic pain were associated with incident EDS, and living alone with DS increase only. Only poor general health with somatic diseases, especially metabolic diseases, was associated with persistent EDS or DS increased.

We evaluated DS using the ESS which is based more on observable behaviors than subjective experience, reflecting real-life experience, with a good correlation found between the scores obtained by patients and their partners. The score is reliable and reproducible with good test-retest reliability (r = 0.82) between two administrations of the ESS over a time period of 5-months^[@CR22]^. Prevalence rates for EDS were in the same range at baseline and at each point of the follow-up. These estimations were, however, higher than previous studies using the same questionnaire, ranging from 8.5 to 22.2%^[@CR5],\ [@CR8],\ [@CR11],\ [@CR15],\ [@CR16]^. Reasons for such estimations may be due to the administration mode of the ESS scale, being here self-reported and completed via a postal mailing thus without clear face-to-face information on how to answer it. It has been reported higher score when the questionnaire was only self-administrated^[@CR23]^. Consequently, we cannot excluded a certain degree of misclassification, with some overlapping with fatigue.

In our study, no gender difference was found while EDS slightly decreased with age as previously reported^[@CR8],\ [@CR15]^. In contrast, shorter sleep duration, higher frequency of naps, fatigue, higher levels of trait-anxiety and the absence of hypnotic consumption were associated with EDS. Only sleep apnea was related to severe EDS (ESS \> 16).

We also found a high frequency of incident EDS (28%) over the 5-year period compared to previous studies^[@CR8],\ [@CR15]^. However, among participants who developed EDS in our study only 15% were persistent which suggests instability, with frequent waxing and waning in the natural course of EDS in the general population. This finding could not be assessed in previous studies, as no data on DS were available between baseline and endpoint follow-up^[@CR8],\ [@CR15]^. Low persistent EDS rate was, however, in agreement with a recent study measuring EDS using two single questions^[@CR21]^. Among participants with EDS at baseline, 21% only persisted at the 10-year follow-up^[@CR21]^. Thus, EDS appears to be an unstable symptom in the general population and cannot be considered as a disorder *per se* ^[@CR24]^.

In addition to changes in the trajectory of sleepiness propensity with time, we investigated the test-retest reliability of the tool. Despite its widespread use, and its good psychometric properties in students^[@CR22]^, a systematic review of the ESS showed poor test-retest reliability especially in middle-aged populations and after a time period greater than one year^[@CR25]^. Furthermore, despite validated norms in healthy subjects with scores between 0 and 10, a grey zone for pathological scores existed with doubt for some conditions due to potential difficulties in understanding the questions and the quality of the subject's perception of their sleepiness. Moreover, significant changes within the scores may occur even under the threshold (i.e. the "presymptomatic stage"), or already above the threshold referring to an aggravation of the condition. Accordingly, we reanalyzed the ESS scores when there was an increase of 4-points or more between two consecutive evaluations. As already reported in the literature^[@CR17],\ [@CR18]^ such an important difference in DS may be considered as clinically meaningful and should therefore alert the clinician. Results showed that 33% had increased DS but only 36% were persistent; although this is low, it is twice as high as for persistent EDS.

Other important findings of our study concerned the risk factors associated with incident EDS and DS increase. We found that younger age was an independent predictor of incident EDS and DS increase but did not observe a U-shaped relationship as previously described for EDS^[@CR21]^. We replicated the association between depressive symptoms and incident EDS and DS increase shown in others studies^[@CR20],\ [@CR21]^. We also reported that lifestyle factors (*i*.*e*. lower coffee consumption and smoking) were associated with incident EDS and living alone with DS increase only, all factors being modifiable on a behavioral level. Smoking as previously reported associated with the development of EDS^[@CR20]^. These two lifestyle factors were related to EDS with mechanisms of action being potentially related to the stimulant effect of caffeine and the non-restorative sleep effect of nicotine^[@CR26]^. In the same way, insomnia, fatigue and chronic pain, being markers of poor health status, were associated with incident EDS. Fatigue and insomnia were already reported as potential risk factors for EDS but to our knowledge we reported for the first time that chronic pain may be a risk factor for EDS in the general population. The mechanism underlying this association remains unknown but it may involve sleep fragmentation and chronic low-grade inflammation^[@CR27],\ [@CR28]^. Several arguments already suggest a complex relationship between insomnia, hypersomnia and chronic pain^[@CR29]^. We failed to report any relationship between change of BMI classes and EDS/DS onset. This discrepancy may relate to the low proportions of subjects with obesity (\~20%) and with significant BMI changes in our sample (\~15%). Last, typical short sleep duration was associated with incidence of EDS and DS increase in bivariate models with similar tendency for the former outcome in multivariate model. Finally, potential association with long sleep duration defined as \>9 hours in the literature^[@CR30]^ could not be assessed here as it corresponds to only 6% (n = 88) of the population.

We also identify predictors of persistent *vs* transient EDS or DS increase that showed associations with poor general health including somatic diseases and especially metabolic diseases. None of lifestyle and psychological factors were associated with persistent sleepiness. Findings focusing on subjects with persistent sleepiness are of major interest as they highlight a more homogeneous group potentially at risk for serious medical consequences such as cardiovascular and neurodegenerative disorders. Interventional studies exploring whether the management of sleep complaint improves or prevents the medical condition, and whether the management of the medical condition improves sleep symptoms, are warranted in these subjects with persistent sleepiness.

The strengths of this present study are the prospective design, the size of the cohort and the large number of potential risk factors including socio-demographic, lifestyle, health and psychological variables. The study had also a long follow-up of five years with yearly evaluations allowing assessment of potential fluctuation of sleepiness course and changes in covariates over time. Furthermore, the evaluation of EDS was assessed using the ESS which is the most commonly used tool in sleep research and clinical setting.

This study has some limitations. Selection bias may exist even if random selection was used for the recruitment of the participants. The data are self-reported with possible recall and common method bias. The responses when filling the questionnaire may depend on the participant's perceptual experience. Objective measures of sleep quality and DS by polysomnographic (PSG) and multiple sleep latency test (MSLT) recordings were not available for this study; however, performing PSG and MSLT were very difficult within the context of a large epidemiological survey. Moreover the agreement between objective and subjective EDS was always unsatisfactory.

In conclusion, our study reports a high fluctuation of EDS and increased DS over time in the general population. Sleepiness is predicted by a similar set of lifestyle and psychological factors that are potentially modifiable. In contrast, persistent EDS or increased DS are associated with chronic medical diseases thus individualizing a homogeneous group at risk of serious medical consequences requiring a dedicated management.

Methods {#Sec9}
=======

Study population {#Sec10}
----------------

Subjects included were recruited as part of a larger epidemiological study aiming to assess prevalence and incidence, risk factors, natural history, and burden of insomnia in Canada. Detailed design and sampling procedures for this study have been reported elsewhere^[@CR31]^. Briefly, subjects aged ≥18 years were recruited from a random selection of more than 12000 subjects who completed a telephone interview about their sleep between 2007 and 2008. Participants were then asked if they wanted to take part in the longitudinal phase of the study, which involved completion of seven postal evaluations over a 5-year period: the baseline evaluation was sent one month after the telephone interview, the second at 6 months and the remaining evaluations scheduled every years. Overall, 3006 completed baseline postal assessment. All participants provided written informed consent to participate in the study, prior to the study protocol and approved by the ethical committee of the Université Laval-Quebec, Canada. The methods in the current study were carried out in accordance with the approved guidelines.

EDS and DS increase during the 5-year follow-up {#Sec11}
-----------------------------------------------

EDS was assessed at baseline and at each follow-up wave (after 6 months, 1, 2, 3, 4 and 5 years) by the ESS^[@CR14]^. This scale comprises eight items evaluating sleepiness on a Likert scale from 0 to 3; total scores vary between 0 and 24. A total score \>10 indicates EDS, and 15 severe EDS.

New cases of EDS between two consecutive visits were defined as participants with EDS at year 't' but without EDS at year 't-1'. Remitted EDS cases were defined as participants without EDS at year 't' but with EDS at year 't-1', and recurrent EDS cases as participants with EDS at year 't-1' and at year 't'.

In longitudinal analyses, the incidence of EDS was identified from participants without EDS at baseline but who subsequently developed EDS in at least one the follow-up evaluations. Persistent EDS cases were defined as participants reporting EDS at "t"-year follow-up that persists until the end of follow-up. Transient EDS cases was defined as participants reporting EDS at "t"-year follow-up without persistence until the end of follow-up.

A significant increase of DS during the follow-up was defined by at least a 4-point augmentation on the ESS scale between two consecutive evaluations that can or not cross the cut-off of 10. A 4-point change was considered clinically-relevant in previous pharmacological research studies on hypersomnia^[@CR17],\ [@CR18]^ and statistically, it corresponds to the lowest decile of all differences between two consecutive ESS scores. However, an augmentation of 4 points from previous ESS score equal to 0, 1, 2 and 3 was ruled out as considered non-clinically significant (N = 42). Persistent DS increase was defined as the absence of ESS decrease of more than 3-point in the subsequent follow-ups.

Other sleep-related measures {#Sec12}
----------------------------

At each evaluation, sleep duration during the last month was self-reported by participant and divided into 3 categories: \<6.0 hours/night, between 6.0 and 7.9, ≥8 based on published literature^[@CR10]^. The number of naps during the last month was recorded as none; \<1 per week; 1 or 2; ≥3. The severity of insomnia was evaluated using the Insomnia Severity Index (ISI)^[@CR32]^. This seven-item questionnaire assesses the nature, severity, and impact of sleep difficulties yielding a total score ranging from 0 to 28. The total score is interpreted as follows: absence of insomnia (0--7); sub-threshold insomnia (8--14); moderate insomnia (15--21); and severe insomnia (22--28).

A standardized questionnaire was completed relative to diagnosis made by healthcare professionals on sleep disorders including central hypersomnias, insomnia, sleep apnea syndrome, and restless legs syndrome.

Sleep medication including prescriptions and over-the-counter (OTC) drugs used in the previous month were systematically detailed and classified as benzodiazepine (BZD), BZD-like compounds (zolpidem, zopiclone, zaleplon), antidepressants and miscellaneous medications (including barbiturates, OTC, and neuroleptics).

Socio-demographic, lifestyle, health and psychological measures {#Sec13}
---------------------------------------------------------------

Standardized evaluation at baseline and at each follow-up included questions related to demographic characteristics, level of education (high school/college; university level), marital status (categorized as being single, divorced/separated or widowed; married, common-law couple), daily life habits such as alcohol consumption (categorized as none; 1 drink per day; ≥2 drinks), caffeine intake (categorized as none; 1--2 cups per day; ≥3), smoking status (classified as never; present or past users), and physical activity (categorized as never or less than one per week; between 1 and 3 per week, more than 4 times per week) and anthropometric data with height and weight to calculate body mass index (BMI) (classified as \<25 kg/m^2^: normal; 25--30: overweight; ≥30: obese).

History of diabetes, endocrine and metabolic disorders (e.g. cholesterol, dysthyroidism), hypertension, cardio-vascular diseases, chronic pain, neurological diseases (epilepsy, headache, migraine) and other diseases including allergies, cancer, digestive, bone, lung, otorhinolaryngology, skin, urinary or genital problems was established at baseline and at each follow-up using standardized questions.

Standardized questionnaires were also completed at baseline and at each follow-up. Depressive symptoms were evaluated using the Beck Depression Inventory II (BDI-II)^[@CR33]^. This scale contains 21 questions, with a total score ranging from 0 to 63, with higher scores suggesting more severe depressive symptoms (≤13: minimal; 14--19: mild, 20--28: moderate and 29--69: severe depression). State-Trait Anxiety Inventory (STAI) was used to measure state and trait anxiety symptoms^[@CR34]^. The two subscales are composed of 20 items with overall scores ranging from 20 to 80. In the absence of validated cut-off score, STAI trait and state scores were divided into tertiles. General fatigue was assessed by the multidimensional fatigue inventory (MFI)^[@CR35]^. The dimension of General Fatigue was used with a score varying between 4 and 20. The score was also divided into tertiles.

Statistical analysis {#Sec14}
--------------------

Associations between the characteristics of participants and EDS (ESS \> 10 *vs*. ≤10) at baseline were quantified with odds ratios (OR) and their 95% confidence intervals (CI). Age, gender and other sociodemographic, health behavior and psychological variables associated with EDS at p \< 0.15 in bivariate analysis were entered in a logistic regression model to determine which characteristics were independently associated with the presence of EDS. To study which factors were independently associated with EDS severity, three groups of subjects with ESS score ≤10, between 11 and 15 and ≥16 were compared by multinomial logistic regression model with age, gender and factors associated with the severity at p \< 0.15. The p-value cut-off choice of 0.15 was based on the recommendations of several authors to use a significance level as high as 0.15, for variable selection in the bivariate analysis because such as 0.05 can fail to identify variables known to be important^[@CR36]^.

Cox proportional hazard models were used to estimate hazard ratios (HR) and their 95% CI for the associations between potential predictors of a first event of EDS in bivariate analysis. Covariables that appeared or changed during the follow-up were taken into account as time-dependent covariates in the Cox proportional hazard models. The covariate values the year prior to the event time was taken but if this covariate was not updated at an annual visit, then the prior value was carried forward in the time-dependent model. In the case of multiple events during the follow-up, the first event was considered in the analysis. The multivariate analysis, which included age, gender and variables associated at p \< 0.15 in the bivariate analysis, was performed using Cox proportional hazard model to evaluate which predictors were independently associated with the incidence of EDS. Similar methodology was performed for the study of predictors of incident DS during the 5-year follow-up. Significance level was set at p \< 0.05. Analyses were performed using SAS-version 9.4 (SAS Inc, Cary, NC, USA).
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